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57 ABSTRACT

Systems and methods are disclosed for optical coherence
tomography (OCT). For example, imaging can use optical
phase modulators based on optical delay lines that, in con-
junction with a swept-source laser, can be used to achieve
heterodyne swept source optical coherence tomography
(SSOCT). These techniques resolve the complex conjugate
ambiguity in SSOCT, thereby doubling the usable imaging
range. This increased imaging range has numerous important
clinical applications in ophthalmology, cardiology and radi-
ology, as well as applications in small animal and non-bio-
logical imaging. These methods are superior to prior dis-
closed methods requiring acousto-optic or electro-optic
modulators with respect to complexity, efficiency, imaging
speed and image quality.
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1
SYSTEMS AND METHODS FOR COMPLEX
CONJUGATE ARTIFACT RESOLVED
OPTICAL COHERENCE TOMOGRAPHY

RELATED APPLICATION

The presently disclosed subject matter claims the benefit of
U.S. Provisional Patent Application Ser. No. 61/434,859,
filed Jan. 21, 2011, the disclosure of which is incorporated
herein by reference in its entirety.

GOVERNMENT INTEREST

This invention was made with U.S. Government support
under Grant Nos. R21 EY019411 and RO1 EY014743
awarded by the United States National Institutes of Health
and Grant No. FA8650-09-C-7932 awarded by the Defense
Advanced Research Projects Agency. Thus, the U.S. Govern-
ment has certain rights in the invention.

TECHNICAL FIELD

The present disclosure relates generally to imaging sys-
tems such as optical coherence tomography systems. More
particularly, the subject matter disclosed herein relates to
systems and methods for complex conjugate resolved optical
coherence (OCT) tomography.

BACKGROUND

OCT is a non-invasive imaging modality that provides
micrometer scale resolution of tissue structures over depth
ranges of a few millimeters. The technique has found a num-
ber of biomedical applications, most notably in ophthalmic
and cardiovascular imaging.

Swept-source OCT (SSOCT) is an improvement to OCT
that provides a dramatic sensitivity advantage over traditional
time domain techniques. However, SSOCT suffers from an
inherent (i.e. sample independent) reduced imaging depth
range, typically limited to between 1 and 4 mm. Optical
attenuation from absorption and scattering in tissue typically
limit how much light is recovered from depths beyond a few
millimeters, and thus for many applications this inherent
reduced depth range is not the limiting factor in determining
the practical imaging depth. However, several important OCT
applications would benefit from extended imaging depths,
including ophthalmic imaging of the anterior segment, small
animal imaging, endoscopic imaging, and catheter imaging
of coronary arteries.

Extending the imaging range of SSOCT has thus been an
area of interest for which a number of techniques have been
developed. However, all of these techniques are accompanied
by drawbacks including reduced sensitivity, reduced axial
resolution, reduced imaging speed, required lateral oversam-
pling, increased system complexity, increased cost and/or
increased signal processing overhead. In addition, many of
these techniques produce incomplete suppression of the com-
plex conjugate artifact, resulting in distracting “ghost”
images.

SSOCT suffers from a limited inherent imaging depth
range due to two factors. The first of these stems from the fact
that SSOCT extracts depth information from the Fourier
transform of a spectral interferogram. As the spectral inter-
ferogram can only be recorded as a real signal, its Fourier
transform is necessarily Hermitian symmetric. Consequently,
positive and negative displacements from the zero pathlength
difference position (DC) cannot be unambiguously resolved,
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giving rise to mirror image artifacts. This phenomenon is
termed the complex conjugate ambiguity. These artifacts can
be avoided by placing the zero pathlength difference position
outside of the sample, which results in two mirror images of
the sample being acquired in the positive and negative fre-
quencies. While this technique resolves the ambiguity
between positive and negative displacements, it also effec-
tively halves the useful imaging range of SSOCT systems,
and may result in the appearance of “wrapped” mirror image
artifacts if the sample moves unexpectedly.

The complex conjugate ambiguity would not pose such a
problem if it were not for the fact that the total imaging range
is also limited by a phenomenon known as sensitivity fall-off.
The instantaneous linewidth of the swept laser in SSOCT
systems (and the spectral bandwidth of each spectrometer
pixel, in SDOCT systems) can be thought of as a sampling
function that interrogates the intrinsic spectral interferogram.
The spectral interferogram is sampled by, and thus convolved
with, the laser linewidth (or spectrometer pixel bandwidth),
which results in reduced fringe visibility when the fringe
period is small. As smaller fringe periods (i.e. higher fringe
frequencies) correspond to deeper imaging depths, this
reduced visibility results in decreasing sensitivity with
increasing imaging depth.

An effective method for resolving the complex conjugate
ambiguity is heterodyne SSOCT (HSSOCT), which resolves
the ambiguity by shifting the peak sensitivity position image
away from DC, such that positive and negative displacements
from that position can be discerned. As this technique shifts,
rather than suppresses, the complex conjugate signal, it com-
pletely resolves the artifact. In addition, HSSOCT does not
result in any reduction in imaging speed or require lateral
oversampling. In this method, two frequency shifters, usually
acousto-optic modulators (AOM’s) (though electro-optic
modulators (EOM’s) have been used) are used to apply dif-
ferent modulation frequencies to the sample and reference
arm. While effective, this technique is limited in that the
modulators are expensive and difficult to implement. More
significantly, AOM’s tend to have appreciable insertion
losses, resulting in reduced sensitivity, and also often restrict
optical bandwidth, resulting in reduced axial resolution. In
addition, processing of the acquired data requires either hard-
ware demodulation or significant additional post-processing
steps.

SUMMARY

In accordance with this disclosure, novel systems and
methods for complex conjugate resolved OCT are provided.
The systems and methods for complex conjugate resolved
OCT disclosed herein improve imaging. For example and
without limitation, the systems and methods for complex
conjugate resolved OCT can double the usable imaging depth
range in OCT, can allow for centering the highest signal-to-
noise (SNR) portion of the image near the middle of the depth
imaging range, and can also allow for depth multiplexing for
the simultaneous imaging of multiple regions within a
sample.

Some of the objects of the subject matter disclosed herein
having been stated hereinabove, and which are achieved in
whole or in part by the presently disclosed subject matter,
other objects will become evident as the description proceeds
when taken in connection with the accompanying drawings as
best described hereinbelow.

BRIEF DESCRIPTION OF THE DRAWINGS

The features and advantages of the present subject matter
will be more readily understood from the following detailed
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description which should be read in conjunction with the
accompanying drawings that are given merely by way of
explanatory and non-limiting example, and in which:

FIG. 1 provides graphs of embodiments of time and Fou-
rier domain representations of coherence revival according to
one embodiment of the presently-disclosed subject matter,
wherein the ideal interferogram can be convolved with the
instantaneous source spectrum to yield the measured spectral
interferogram, which is the Fourier transform of an observed
A-scan and, equivalently, the ideal sample reflectivity is mul-
tiplied by the fall-off function, resulting in the observed
A-scan;

FIGS. 2A and 2B illustrate schematic views of embodi-
ments of SSOCT systems according to other embodiments of
the presently-disclosed subject matter;

FIGS. 3A-3C illustrate graphs of fall-off measurements
from a 840 nm system for 0 (FIG. 3A), +1 (FIG. 3B) and +2
(FIG. 3C) cavity length offsets according to embodiments of
the presently-disclosed subject matter;

FIG. 4A-4C illustrates graphs of fall-off measurements
from a 1040 nm system for -1 (FIG. 4A), 0 (FIG. 4B) and +1
(FIG. 4C) cavity length offsets, wherein the physical separa-
tions between the peak sensitivity positions of the -1 and 0
and the 0 and +1 offsets were about 115.0 mm and about 114.8
mm, respectively, according to embodiments of the presently-
disclosed subject matter;

FIG. 5 illustrates comparison images taken on the 840 nm
system with O (top) and +1 (bottom) cavity length offsets
according to an embodiment of the presently-disclosed sub-
ject matter;

FIG. 6 illustrates comparison images taken on the 1040 nm
system with O (top) and +1 (bottom) cavity length offsets
according to an embodiment of the presently-disclosed sub-
ject matter;

FIG. 7A illustrates a volume projection image of an eye
acquired with the 840 nm according to an embodiment of the
presently-disclosed subject matter;

FIG. 7B illustrates a volume projection image of the same
eye as the image of the volume projection in FIG. 7A acquired
with the 1040 nm (14B) systems according to an embodiment
of the presently-disclosed subject matter;

FIG. 8A illustrates a schematic view of an embodiment of
a retro-reflecting grating-based optical delay line according
to the present subject matter herein;

FIG. 8B is an embodiment of a plot of ray-tracing derived
phase pathlength difference through the system as a function
of wavelength demonstrating a linear relationship according
to the present subject matter herein;

FIG. 9 illustrates a schematic view of an embodiment of a
retro-reflecting dual-grating-based optical delay line accord-
ing to the present subject matter herein;

FIG. 10 illustrates a schematic view of an embodiment of a
SSOCT system according to another embodiment of the pres-
ently disclosed subject matter;

FIG. 11A is a graph of sensitivity fall-oft measured using a
standard reference arm, where the 6 dB imaging range is
approximately 5.2 mm according to one embodiment of the
presently-disclosed subject matter;

FIG. 11B is a graph of sensitivity fall-off measured using
an ODL reference arm, wherein the 6 dB imaging range is
approximately 9.2 mm according to one embodiment of the
presently-disclosed subject matter;

FIG. 12 is an image of an in vivo anterior segment b-scan
showing a contact lens, cornea, iris, and anterior crystalline
lens surface according to another embodiment of the pres-
ently-disclosed subject matter;
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FIG. 13 is an image of an in vivo anterior segment b-scan
showing a cornea, iris, and anterior and posterior crystalline
lens surface according to another embodiment of the pres-
ently-disclosed subject matter;

FIG. 14 is an image of an in vivo anterior segment volume
showing a cornea, iris, and anterior crystalline lens surface
according to one embodiment of the presently-disclosed sub-
ject matter;

FIGS. 15A and 15B illustrate graphs of SDOCT sensitivity
fall-off profiles with coherence revival heterodyning with
FIG. 15A showing a conventional fall-off profile and FIG.
15B showing a fall-off profile with ideal heterodyning fre-
quency corresponding to an axial position shift according to
an embodiment of the presently-disclosed subject matter;

FIG. 16 illustrates a schematic view of an embodiment of a
polarization encoded sample arm according to another
embodiment of the presently-disclosed subject matter; and

FIG. 17 illustrates a schematic view of an embodiment of a
SSOCT system topology according to another embodiment
of the presently-disclosed subject matter; and

FIG. 18 illustrates example embodiments of simulta-
neously acquired anterior segment (top) and retinal (bottom)
images according to another embodiment of the presently-
disclosed subject matter.

DETAILED DESCRIPTION

Reference will now be made in detail to possible aspects or
embodiments of the subject matter herein, one or more
examples of which are shown in the figures. Each example is
provided to explain the subject matter and not as a limitation.
In fact, features illustrated or described as part of one embodi-
ment can be used in another embodiment to yield still a
further embodiment. It is intended that the subject matter
disclosed and envisioned herein covers such modifications
and variations. As illustrated in the various figures, some sizes
of structures or portions may exaggerated relative to other
structures or portions for illustrative purposes and, thus, are
provided to illustrate the general structures of the present
subject matter.

Although the terms first, second, etc. may be used herein to
describe various features, elements, components, regions,
layers and/or sections, these features, elements, components,
regions, layers and/or sections should not be limited by these
terms. These terms are only used to distinguish one feature,
element, component, region, layer or section from another
feature, element, component, region, layer or section. Thus, a
first feature, element, component, region, layer or section
discussed below could be termed a second feature, element,
component, region, layer or section without departing from
the teachings of the disclosure herein.

Embodiments of the subject matter of the disclosure are
described herein with reference to schematic illustrations of
embodiments that may be idealized. As such, variations from
the shapes and/or positions of features, elements or compo-
nents within the illustrations as a result of, for example but not
limited to, user preferences, manufacturing techniques and/or
tolerances are expected. Shapes, sizes and/or positions of
features, elements or components illustrated in the figures
may also be magnified, minimized, exaggerated, shifted or
simplified to facilitate explanation of the subject matter dis-
closed herein. Thus, the features, elements or components
illustrated in the figures are schematic in nature and their
shapes and/or positions are not intended to illustrate the pre-
cise configuration of a system or apparatus and are not
intended to limit the scope of the subject matter disclosed
herein.
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Optical coherence tomography (OCT) enables non-inva-
sive, micrometer scale imaging of biological tissues over
depth ranges of a few millimeters, and has found widespread
use in several biomedical imaging applications, especially
ophthalmic and cardiovascular imaging. Fourier domain opti-
cal coherence tomography (FDOCT) techniques, including
swept source OCT (SSOCT) and spectrometer-based or spec-
tral-domain OCT both provide a dramatic sensitivity advan-
tage over the traditional time-domain counterpart, and have
recently been demonstrated at A-scans rates for SSOCT
exceeding 1 MHz. Unfortunately, these techniques suffer
from inherent limited imaging depth due to the so-called
sensitivity fall-off effect (due to the finite coherence length of
the lasers used in SSOCT and the finite pixel width of spec-
trometers in SDOCT) as well as the complex conjugate arti-
fact, which together result in a typical maximum imaging
range of about 1 mm to about 5 mm. While optical attenuation
from absorption and scattering typically places an even more
restrictive limit on the attainable imaging depth, there are
several applications that would benefit from extended imag-
ing depths, most notably ophthalmic imaging of the ocular
anterior segment, intrasurgical imaging, and catheter imaging
of coronary arteries.

The complex conjugate ambiguity arises from the fact that,
in FDOCT, depth profiles of the sample are obtained from the
Fourier transform of a spectral interferogram. Because the
spectral interferogram is acquired as a real signal, its Fourier
transform is always Hermitian symmetric. As a result, posi-
tive and negative displacements about the matched pathlength
position cannot be distinguished. As the sensitivity of an
SSOCT system decays with increasing distance from this
matched pathlength position, the presence of the complex
conjugate effectively halves the usable imaging range.

Resolving this ambiguity to double the FDOCT imaging
depth is an area of interest for which a number of techniques
have been developed. These techniques include phase shift-
ing using a PZT-mounted reference arm or electro-optic
phase modulator, heterodyne SSOCT (HSSOCT), instanta-
neous acquisition of phase separated interferograms using
33 interferometers or polarization encoding, harmonic lock-
in detection of phase modulation, imparting a phase ramp
across a B-scan with either B-M mode scanning or pivot-
offset scanning, and dispersion encoding. The extended
imaging range afforded by many of these techniques is
accompanied by disadvantages, either in the form of reduced
sensitivity, reduced axial resolution, reduced imaging speed,
increased system complexity, increased cost and/or complex
post-processing. Furthermore, most of these techniques pro-
vide only partial suppression of the complex conjugate arti-
fact, which can result in distracting “ghost” images.

Of particular interest is heterodyne SSOCT (HSSOCT),
which resolves the ambiguity by creating a frequency shift
that moves the peak sensitivity position away from electronic
DC, such that positive and negative displacements from that
position can be discerned. A significant advantage of this
technique is that it shifts the complex conjugate, rather than
attenuating it, and thus does not result in distracting ghost
images. Heterodyne SSOCT has previously been imple-
mented by using acousto-optic modulators (AOM’s) to apply
a differential frequency shift between the sample and refer-
ence arms. The drawbacks of the technique mostly stem from
the use of AOM’s, in that they typically have large insertion
losses and restricted optical bandwidths, which results in
reduced imaging sensitivity and reduced axial resolution.
Furthermore, data processing in traditional implementations
of'heterodyne SSOCT is significantly more complicated than
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in traditional SSOCT, requiring either hardware demodula-
tion or complicated post-processing.

Systems and methods of realizing resolved complex con-
jugated OCT, including FDOCT, SSOCT, heterodyne
SSOCT and heterodyne SDOCT, using coherence revival are
described in further detail below. These systems and methods
can exploit the fact that some light sources used for FDOCT
or light sources in combination with resonator cavities can
automatically produce a phase modulated signal when used in
an interferometer whose arms are mismatched by an integer
multiple of the laser’s cavity length. These systems and meth-
ods can have a number of advantages over other OCT tech-
nologies, for example, but not limited to traditional AOM-
based heterodyne SSOCT, in that they can be simple to
implement, can cause no reduction of axial resolution, and
can require little to no additional hardware beyond conven-
tional OCT systems, such as, for example, a traditional
SSOCT system or SDOCT system. An additional processing
step can be used in the methods and systems that involve use
of'a numerical dispersion compensation algorithm, which is
an ordinary processing step in many FDOCT systems. These
systems and methods can also be used in some embodiment
applications for simultaneous dual-depth SSOCT imaging of
the anterior and posterior eye.

Coherence Revival

“Coherence revival” as used herein refers to the phenom-
enon where interference fringes are observed in an interfer-
ometer illuminated by alight source, which can include, but is
not limited to having, a comb-like spectrum not only when the
reference and sample arms are matched in delay, but also
when the two arms are mismatched at periodic intervals.
These intervals can be several orders of magnitude longer
than the source coherence length. Asused herein, “coherence
revival” is generally considered synonymous with the phrase
“interference revival” as the phrase is used in the optical arts.

This phenomenon of coherence revival can occur if, for
example, a light source in an interferometer being used is a
laser that is simultaneously oscillating at multiple longitudi-
nal modes. The period at which each set of interference
fringes is observed can be equal to the reciprocal of the mode
spacing, which can also be equal to the roundtrip delay of the
laser cavity. This phenomenon can be used to measure the
mode spacing of multi-mode diode lasers.

Briefly, if such a laser oscillates at multiple longitudinal
modes simultaneously, even if these modes have random
phase relationships with respect to each other (i.e. the laser is
not mode locked), the multi-mode field emitted from the laser
can have a periodic waveform. This periodicity stems from
the fact that the mode spacing is constant, or, equivalently,
that the laser cavity length is fixed. The field outside the cavity
can thus be periodic with a period equal to, or generally equal
to, the roundtrip cavity delay.

The phenomenon of coherence revival can also occur if a
light source in an interferometer is made to pass through an
optical resonator cavity, such as for example a Fabry-Perot
cavity, that exhibits a frequency comb-like filter function,
such that the light exiting the resonator cavity also has a
periodic waveform. Frequency comb-like filters can be
accomplished in different ways. For example, and without
limitation, comb-like filters can be used such as those dis-
closed in U.S. Pat. Nos. 7,602,500 and 7,990,541, both of
which are incorporated by reference herein in their entireties.

Coherence Revival in SSOCT

Coherence revival can occur in some embodiments of
SSOCT as many currently available and emerging commer-
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cial swept source lasers are external-cavity tunable lasers
(ECTL’s) that exhibit this behavior. These lasers can typically
include a semiconductor gain chip inside an external cavity
(typically tens of millimeters in length). The long cavity can
provide very fine mode spacing, and, under certain condi-
tions, several of these longitudinal modes can oscillate simul-
taneously. These lasers can sweep by employing a tunable
filter, located inside the cavity, that can create large loss at all
but a small subset of these modes. As the filter tunes, the laser
will mode-hop between these finely spaced longitudinal
modes, but because many of the finely spaced modes are
excited simultaneously, the tuning appears smooth on a
macro-scale.

A consequence of coherence revival is that interference
fringes can be observed when the sample and reference arm
are mismatched by an integer multiple of the laser cavity
length. This effect can be understood as arising from the
interference of sequential pulses emanating from a pulsed
laser, where a first emitted pulse can travel through the refer-
ence arm, and a second emitted pulse can travel through a
shorter sample arm. Both pulses arrive at the receiver simul-
taneously and with a high degree of mutual coherence. There-
fore, by mismatching the interferometer arms by one cavity
length, the optical path delay of the laser cavity is effectively
applied in the sample arm. This concept can be extended to
place any number of virtual cavities in the sample arm.

Phase Modulation in the Virtual Cavity

A consequence of this virtual cavity effect can be that the
optical path delay of the cavity is effectively applied in the
sample arm (under conditions of coherence revival). In an
ordinary SSOCT system, effects such as dispersion and phase
modulation that occur in the laser cavity are common to light
propagating in both the sample and the reference arm, and
thus do not affect the SSOCT signal. However, when coher-
ence revival is used to place a virtual cavity in only one arm of
the interferometer, this symmetry is broken, and the optical
path delay of the cavity can be applied in the sample arm only.
Thus, any dispersion or phase modulation that is created in
the laser cavity will then affect the SSOCT signal.

One of the challenges of prior implementations of hetero-
dyne SSOCT is that the AOM’s used are expensive, lossy,
dispersive, and difficult to implement. An advantage of the
virtual cavity effect can be that it can allow for the placement
of a phase modulator directly inside the laser cavity. It has
been observed that at least two different models of commer-
cially available swept source lasers can create phase modu-
lation automatically when employed in a coherence revival
configuration. The source of this phase modulation can be a
frequency shift due to variation of the optical pathlength
(OPL) of the laser cavity over the course of the laser sweep.
This frequency shift can be due to a change in the physical
length of the cavity, as part of the tuning mechanism, or a
modulation of the refractive index of some element in the
cavity, perhaps for example as would result from carrier-
induced changes of the refractive index of the gain media.

To demonstrate mathematically how a variation in the laser
cavity OPL results in phase modulation, an expression is
derived for the SSOCT signal in a system where the OPL
difference between the reference and the sample varies during
the scan. The interferometric cross term of the SSOCT signal
in a system where the length of one arm changes over the
course of the sweep is described by:
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where 1,(t) is the time dependent photocurrent due to the n”
sample reflector, k(t) is the wavenumber that is swept in time,
and z, and z,,(t) are the axial positions of the reference mirror
and n” reflector. The axial position of the sample reflector is
allowed to vary in time during the sweep.

An initial assumption is that the change in the cavity OPL
varies linearly with the instantaneous central wavelength of
the laser sweep, A... The reflector position can then be cast as
a function of A :

Zu(h)ZaotM(ho= ) @

where A, is the central wavelength of the sweep, z,,, is the
mean position of the n™” sample reflector, and M is a parameter
that describes the slope of the OPL change with wavelength
(e.g.inmm/nm). Equation 1 and Equation 2 can be combined
and thus the photocurrent can be recast as a function of the
instantaneous central wavenumber, kc, to yield:

Lulke)or coS(2k (2,210~ Mho)+4nM) 3

Here, the M), term represents the axial position shift pro-
duced by the phase modulation, and the 4nM term is a con-
stant and unimportant phase shift. Thus, the axial position
shift created by the cavity length variation, Az, can be
expressed as:

Az=Mh, (©)]

Itis important to note that this axial position shift is created
as a phase delay only. Group delay is given by the derivative
of'the instantaneous phase shift with respect to frequency, and
although the laser cavity OPL changes over the course of the
sweep, the cavity length is constant with respect to optical
frequency at all times during the sweep. Thus, the cavity OPL
variation creates a phase delay without creating an offsetting
group delay. This separation between phase and group delay
enables the separation between the real image and its complex
conjugate.

Coherence Revival in the Fourier Domain

The preceding treatment does not address the reduced vis-
ibility of interference fringes observed in coherence revival.
This loss of visibility is understood by considering coherence
revival in the Fourier domain. The length and finesse of the
Fabry-Perot resonator cavity determine the spacing and spec-
tral purity of the resonator modes, respectively. The transmis-
sion function of the resonator is given by:

Tonax
1+ (Z—F )zsinz(ﬂ)
n WFSR

where T, is the peak spectral density, F is the cavity finesse,
and w g, is the angular free spectral range given by wzcz=mnc/
n,,L. Assuming the laser has at least moderate finesse, (F>5),
this expression is well approximated by a series of Lorentzian
functions, i.e. a Lorentzian convolved with a comb:

5
Teaviey () = ®

= ®)
Toavip (@) = (13—:;)2] * LZM S(w— mwm)]

wheretis given by t=2F/w.¢, and is inversely proportional to
the linewidth of the Lorentzian, and & denotes the Dirac delta
function. The ECTL can also have a tunable filter placed
inside the cavity, with a passband that is much broader than
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the mode spacing, such that many modes can oscillate simul-
taneously. If the transmission function of the tunable filter is
denoted as Tj,,,, the instantaneous spectrum of this type of
laser can be expressed as:

o

Sinst (@, we) =

Ssource(W)T fitrer (0, W)

(%]* 25(w—mwFSR)H

where S, ,,...(®) is the integrated power spectral density of
the laser sweep, and T, also depends on w,, the instanta-
neous central frequency of the laser that varies over sweep.

For each spectral channel of an SSOCT A-scan centered at
a frequency w_, the detected photocurrent is equal to ideal
spectral interferogram multiplied by the instantaneous spec-
trum S,, . (w,m_) and then integrated over w. This is analogous
to convolving the ideal spectral interferogram with the instan-
taneous spectrum, and thus the sensitivity fall-off profile is
related to the Fourier transform of the instantaneous spec-
trum. For simplicity, it is assumed that T, maintains a
constant shape across the sweep, and thus the magnitude of its
Fourier transform is constant. The fall-off profile is then given
by directly taking the normalized magnitude of the Fourier
transform of Equation 7 with respect to w, and recasting in
terms of the pathlength mismatch, z:

®
Satiof (2) = fhirer(2) % [exp(— |§|)[

Z 8z — mngffL)]

m=—co

where z=tc/2, L is the physical cavity length, n,is the effec-
tive refractive index, C is the characteristic decay distance
given by &=, F/m, and £, is the Fourier transform of
T 41..- Because the source bandwidth is much broader than the
filter’s spectral bandwidth, after Fourier transformation, the
contribution of the source to the fall-off profile is negligible
and has thus been dropped.

The fall-off profile in Equation 8 is composed of a comb
with a period n L that is multiplied by a double-sided expo-
nential function with a characteristic decay distance T. The
comb is then convolved with f,  , which is the magnitude of
the Fourier transform of the tunable filter passband. As with
conventional SSOCT, 1, defines the SSOCT fall-off pro-
file. For coherence revival, this profile applies to each set of
fringes, which are separated by the period of the comb. The
exponential function, heretofore referred to as the coherence
revival fall-off envelope, determines the loss of fringe visibil-
ity at increasing multiples of the cavity length. These rela-
tionships are all depicted in FIG. 1.

Conventional fall-off profiles are typically specified by the
pathlength mismatch that results in a 6 dB loss in sensitivity.
For comparison, the characteristic distance at which this
envelope is reduced by the same amount is derived:

Az_g 45~0.44n 4L F (©)]

This result suggests that, for ideal cavities with large finesse,
the coherence revival fall-off envelope would allow the use of
many cavity length offsets before fringe visibility is severely
degraded.

Sampling and Digitization Considerations

The benefits of a coherence revival HSSOCT system
require a sufficiently high digitization (sampling) rate to be
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fully realized. As HSSOCT functions by separating the posi-
tive and negative frequency components of the spectral inter-
ferogram, the OCT image is shifted in depth by an amount
equal to Az (defined in Equation 4). As the deepest imaging
depth that an SSOCT can resolve is related to the digitization
rate, the digitization rate may need to be increased to resolve
the extending depths afforded by the coherence revival
HSSOCT system.

Non-Linear Cavity Length Variation

A consideration that has not yet been addressed relates to
the assumption that the cavity OPL changes linearly with
wavelength. Equation 3 demonstrates that such a linear rela-
tionship would result in a pure phase modulation. In practice,
however, the OPL. change may not be linear in wavelength,
and may instead exhibit a non-linear relationship. This non-
linear relationship would result in different wavelengths
experiencing different OPL’s in the sample arm, a phenom-
enon that is closely related to material dispersion. Thus, a
non-linear OPL change with respect to wavelength would still
create phase modulation, but with additional distortion in the
axial point spread function (PSF) analogous to the effects of
group velocity dispersion (GVD) and higher order dispersion.
Fortunately, the well-established numerical techniques used
to correct dispersion in FDOCT can also be used to correct
this PSF distortion.

Detailed Methodology

Different types of systems, such as for example and with-
out limitation SSOCT systems, can be used to perform coher-
ence revival heterodyne FDOCT. For example, FIG. 2A illus-
trates a basic schematic of an embodiment of a coherence
revival based FDOCT system, in the form of an SSOCT
system, generally designated 10, employing a simple Mich-
elson fiber interferometer according to the present subject
matter. SSOCT system 10 can comprise a light source 12, a
receiver 14, abeam splitting device, such as a fiber coupler 16,
a reference arm, generally designated 20, and a sample arm,
generally designated 30. A resonator cavity C can be provided
through which light from light source 12 can travel and in
which a phase modulation of the light can occur as the light
travels through the resonator cavity. The resonator cavity can
be a part of the light source 12 or can be separate from and/or
external to light source 12. For example, in some embodi-
ments, resonator cavity C can be defined in a resonator RE,
which can be in a housing in which the light source resides.

Light source 12 can comprise a laser. For example, light
source 12 can comprise an external cavity tunable laser within
an external resonator RE in which a laser medium can be
defined or alaser in which a resonator cavity is an integral and
internal component of the laser. In some embodiments, the
laser can have a slope of a cavity length variation that is
adjustable to control axial position shift to allow a linear-in-
wavelength cavity length variation.

Light source 12 and a receiver 14 that serves as a detector
can be connected to a fiber coupler 16 by optical fibers 18a
and 185. An optical circulator (not shown) can be used to
direct light from light source 12 to fiber coupler 16, and light
returning from the fiber coupler to an input optical fiber (not
shown) of receiver 14. Fiber coupler 16 can comprise two
output optical fibers 18¢ and 184. Reference arm 20 can
comprise a collimating lens 22, a focusing lens 24, and a
reference reflector 26 for reflecting a reference light portion
provided by optical fiber 18¢. Reference arm 20 can have an
optical pathlength RL, between collimating lens 22 and ref-
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erence reflector 26. Sample arm 30 can comprise a collimat-
ing lens 32, an aiming reflector, such as a galvanometer 34, a
focusing lens 36, for focusing sample light portion on a
sample S. Sample arm 20 can have an optical pathlength SL,,
that can comprise an optical pathlength [ ¢, between collimat-
ing lens 32 and galvanometer 34 and an optical pathlength Lo,
between galvanometer 34 and sample S.

The reference arm optical pathlength and the sample arm
optical pathlength can be offset from each other by an integer
multiple of an optical pathlength of the resonator cavity. As
shown in the embodiment in FIG. 2A, reference arm optical
pathlength RL,; can be longer than sample arm optical path-
length SL; by CL,, which in the shown embodiment can be
the same length of the optical pathlength of the resonator
cavity. Thereby, reference arm optical pathlength RL., can be
longer than sample arm optical pathlength S, by CL,, which
can be an integer multiple of one (1) of the optical pathlength
of the resonator cavity.

As shown in FIG. 2A, light from light source 12 can be sent
to fiber coupler 16 via optical fiber 185. Fiber coupler 16 can
split the light from light source 12 into a reference light
portion that can be transmitted through optical fiber 18¢ to
reference arm 20 and a sample light portion that is transmitted
through optical fiber 184 to sample arm 30. The reference
light portion passes through collimating lens 22 and focusing
lens 24 and reflects off reference reflector 26. The sample
light portion passes through collimating lens 32 and focusing
lens 34 and reflects off sample S. Light reflected from refer-
encereflector 26 and sample S travels back through respective
optical fiber 18¢ and optical fiber 184 through fiber coupler 16
and is sent to the receiver 14 via optical fiber 185. As
described previously, an optical circulator (not shown) can be
used to direct the reflected light portions from fiber coupler 16
to receiver 14 via a different optical fiber. Due to the phase
modulation generated in the resonator cavity and the differ-
ence between the optical pathlengths RL, and SL,, that is an
integer multiple of an optical pathlength of the resonator
cavity, the reflected reference light portion from reference
reflector 26 can be out-of-phase with the reflected sample
light portion from sample S. Receiver 14 can calculate the
difference between the out-of-phase reflected light in the
optical fibers 18¢, 184. If, for example, the reflected reference
light portion from reference reflector 26 and the reflected
sample light portion from sample S are 180 degrees out-of-
phase with one another, the interference components of the
resulting signal will be twice that of the reflected light por-
tions. The calculated different can then be used to separate
positive displacement and negative displacement of complex
conjugate components of an OCT interferogram. In this man-
ner, the phase modulation of the light that is generated in the
resonator cavity can be used to separate a positive and a
negative displacement of a complex conjugate component of
the OCT interferogram.

FIG. 2B illustrates another embodiment of a coherence
revival based FDOCT system, in the form of an SSOCT
system, generally designated 40, employing a spectrally bal-
anced Michelson fiber interferometer according to the present
subject matter. SSOCT system 40 can, for example and with-
out limitation, comprise a light source 42, a balanced receiver
BR, multiple beam splitting devices, such as 50/50 fiber cou-
plers FC, arranged in an appropriate configuration, a power
meter PM, a beam dump BD and unused port UP. The con-
figuration and detailed operation of these components of
SSOCT system 40 is not be described in more detail here
since such a configuration is generally known in the art
through the configuration and operation of a conventional
spectrally balanced Michelson fiber interferometer.
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SSOCT system 40 can also comprise a reference arm,
generally designated 50, and a sample arm, generally desig-
nated 60. A resonator cavity can be provided through which
light from light source 42 can travel and in which a phase
modulation of the light can occur as the light travels through
the resonator cavity. The resonator cavity can be a part of the
light source 42 or can be separate from and/or external to light
source 42. Reference arm 50 can comprise a collimating lens
52, afocusing lens 54, and a reference reflector 56 for reflect-
ing a reference light portion back through the fiber couplers.
Reference arm 50 can have an optical pathlength RL,
between collimating lens 52 and reference reflector 56.
Sample arm 60 can comprise a collimating lens 62, an aiming
reflector, such as a galvanometer 64, a focusing lens 66, for
focusing sample light portion on a sample S. Sample arm 60
can have an optical pathlength SL., that can comprise an
optical pathlength L, between collimating lens 62 and gal-
vanometer 64 and an optical pathlength CL., between galva-
nometer 64 and sample S.

The reference arm optical pathlength and the sample arm
optical pathlength can be offset from each other by an integer
multiple of an optical pathlength of the resonator cavity. As
shown in the embodiment in FIG. 2B, however, sample arm
optical pathlength SL, can be longer than reference arm opti-
cal pathlength RL; by CL,, which in the shown embodiment
canbe alength thatis an integer multiple (i.e., one (1), two (2),
three (3), etc.) of the optical pathlength of the resonator cav-
ity.

Light reflected from reference reflector 56 of reference arm
50 of a reference light portion of light produced in light source
42 and light reflected from sample S of reference arm 60 of a
reference light portion of light produced in light source 42
travels back through the respective fiber couplers FC and is
sent to balanced receiver BR. As above, due to the phase
modulation generated in the resonator cavity and the differ-
ence between optical pathlengths RI., and SL, that is an
integer multiple of an optical pathlength of the resonator
cavity, the reflected reference light portion from reference
reflector 56 can be out-of-phase with the reflected sample
light portion from sample S. Balanced receiver BR can cal-
culate the difference between the out-of-phase reflected light.
The calculated different can then be used to separate positive
displacement and negative displacement of complex conju-
gate components of an OCT interferogram. In this manner,
the phase modulation of the light that is generated in the
resonator cavity can be used to separate a positive and a
negative displacement of a complex conjugate component of
the OCT interferogram.

Examples Using SSOCT Systems

SSOCT Systems Operating at 840 nm and 1040 nm

To demonstrate coherence revival heterodyne SSOCT in
practice, two SSOCT systems have been constructed using
different commercially available ECTL’s. The first SSOCT
system used a Thorlabs SI.850-P16 tunable laser, produced
by Thorlabs, Inc., headquartered in Newton, N.J. The Thor-
labs SL.850-P16 tunable laser had a central wavelength of
about 840 nm, tuning bandwidth of 80 nm, and repetition rate
of about 8 kHz (forward sweep only). The balanced receiver
used was a Thorlabs PDB120A, a Silicon (Si) receiver with
75 MHz electronic bandwidth.

The second system used an Axsun Technologies swept
source laser with a central wavelength of about 1040 nm,
tuning bandwidth of about 100 nm and repetition rate of about
100 kHz produced by Axsun Technologies, Inc., headquar-



US 9,279,659 B2

13

tered in Billerica, Mass. The balanced receiver used in the
1040 nm system was a Wieserlabs WL-BPD1GA, an indium
gallium arsenide (InGaAs) receiver with about 1 GHz elec-
tronic bandwidth produced by Wieserlabs UG located in
Munich, Germany. An Alazar Technologies ATS9870 digi-
tizer, produced by Alazar Technologies, Inc., located in
Pointe-Claire, Quebec, Canada, was used for both systems,
operating at 250 MS/s and 1 GS/s for the 840 nm and 1040 nm
systems, respectively. Both systems can have identical
topologies, and can make use of a spectrally balanced inter-
ferometer configuration. While the fiber couplers and detec-
tors can differ between the two systems, the same digitizer
and reference and sample arm optics can be used. A very long
motorized translator, for example, a SGSP46-400X motor-
ized translator produced by Sigma Koki headquartered in
Tokyo, Japan, can be used in the reference arm. Both systems
are similar to the system shown in FIG. 2B.

Sensitivity and fall-off measurements were made with both
systems with the sample arms matched, and at various cavity
length offsets. The cavity length of each laser was measured
by placing an attenuated mirror in the sample arm and trans-
lating the reference arm over its entire linear travel (about 400
mm). The distance between the peak fringe visibility posi-
tions of each set of interference fringes was determined to be
the cavity length. As used herein, the terms +1 or -1 cavity
length offset are used to refer to the situations in which the
sample arm was longer or shorter than the reference arm by an
integer multiple of one (1) of the cavity optical pathlength,
respectively.

For the 840 nm source, fall-off measurements were taken
with cavity length offsets of -2, -1, 0, +1 and +2. For the 1040
nm source, only the -1, 0 and +1 cavity length offsets were
used, because the phase modulation imparted by -2 and +2
offsets exceeded the electronic bandwidth of the digitizer. For
each system, fall-off measurements were made using consis-
tent levels of sample and reference power across all cavity
lengths offsets, to allow the relative signal levels to be com-
pared.

Finally, to demonstrate the feasibility of this technique for
in vivo imaging, the ocular anterior segments of healthy
human volunteers were imaged. For these experiments, the
powers incident on the patient cornea were 600 W and 1.8
mW for the 840 nm and 1040 nm systems, respectively, which
were within the limits of the ANSI Z136.1 standard. To dem-
onstrate the improved imaging depth with coherence revival
CCR, both systems were used at both 0 and +1 cavity offsets.
The sample arm used comprised two galvanometers (Cam-
bridge technologies) and a compound objective lens designed
to provide sufficient depth of field to demonstrate the
extended imaging range of the SSOCT systems.

Wavenumber Recalibration and Dispersion
Compensation

As the SSOCT signal was sampled linearly in time, and the
lasers swept non-linearly in wavenumber, the acquired signal
required resampling before Fourier transformation. Both
lasers contained an internal Mach-Zehnder interferometer
clock, whose signal was digitized along with the photore-
ceiver signal. The zero-crossings of the clock were detected
and used to generate a linear-in-wavenumber recalibration
vector that was used to resample the SSOCT signal linearly in
wavenumber. However, because the clock signals were only
intended for imaging depths of about 2.9 mm and about 3.7
mm (for the 840 nm and 1040 nm systems, respectively), the
recalibration vector was first interpolated to increase the
achievable imaging depth to about 9.4 mm and about 12.4
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mm, respectively. The photoreceiver signals were then resa-
mpled using this recalibration vector via linear interpolation.

Dispersion from unmatched optics and fiber lengths in the
sample and reference arm, as well as dispersion-like effects
due to the non-linear-in-wavelength cavity length variation,
can be corrected using numerical compensation. Briefly, after
resampling to linearize the spectral interferogram in wave-
number, the spectral interferogram was multiplied by a com-
plex “phase function”, given by:

DC()=exp(~fay(k~ko)*+ax(k-ko))) (10)

where a, and a, are fitting parameters and k, is the central
wavenumber of the sweep. Optimal values of a, and a, were
determined using an optimization algorithm to maximize the
peak signal from a mirror.

Results
Experimental Fall-Off Measurements

Fall-off profiles from the 840 nm system are shown in
FIGS. 3A-3C. Results are shown for the 0 cavity offset (left)
in FIG. 3A, +1 cavity offset (middle) in FIG. 3A, and +2
cavity offset (right) in FIG. 3A. Measurements at —1 and -2
cavity offsets were also made, but the results have been omit-
ted here as they were nearly identical to the results from +1
and +2 offsets, respectively. The physical pathlength difter-
ence between the peak visibility positions of the 0 and +1
offsets was about 66.1 mm. The physical pathlength difter-
ence between the peak visibility positions of the 0 and +2
offset was precisely double (within the resolution of the trans-
lation stage), at about 132.2 mm. Exactly the same distances
were observed for the negative offsets. These measurements
were in good agreement with the manufacturer’s estimate of
the cavity length as approximately 50 mm of physical path-
length, without accounting for refractive index.

Fall-off profiles from the 1040 nm system are shown in
FIGS. 4A-4C. Results are shown for the -1 cavity offset in
FIG. 4A, 0 cavity offset in FIG. 4B and +1 cavity offset in
FIG. 4C. The physical pathlength difference between the -1
and 0 and the 0 and +1 offsets were about 115.0 nm and about
114.8 mm, respectively. The variance in these two measure-
ments was smaller than the specified repeatability of the
translation stage. Again, this was in good agreement with the
pathlength suggested by the manufacturer of approximately
80 mm of fiber.

Because the sample and reference powers were kept con-
stant during these measurements, the loss in peak sensitivity
for each cavity length offset can be determined from the
falloff profiles. FIGS. 3B and 3C shows that the peak sensi-
tivity in the +1 and +2 offsets for the 840 nm system were
attenuated by ~5 dB and ~10.5 dB, respectively, from that of
the pathlength matched case. If the usable imaging range can
be defined as the depths over which the signal strength is
reduced by less than 6 dB, the imaging ranges for the 840 nm
were approximately 2.5 mm, 5 mm and 4 mm forthe 0, +1 and
+2 offsets.

Similarly, FIGS. 4A and 4C shows that the loss in sensi-
tivity at the —1 and +1 offsets was only about 1 dB, despite the
considerably longer cavity length. From this, it can be
inferred that the finesse of the 1040 nm laser was much higher
than the finesse of the 840 nm laser. The usable imaging
ranges were about 9 mm, about 5.5 mm and about 9 mm for
the -1, 0, and +1 offsets, respectively.

The optimal dispersion compensation phase functions
were nearly identical between the +1 and -1 cavity length
offsets for both systems. Furthermore, the phase function
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parameters a, and a, used to optimally correct measurements
from -2 and +2 cavity length offsets (for the 840 nm system)
were precisely double that of the phase function used for the
-1 and +1 cavity length offsets.

Imaging Results

FIG. 5 shows the results of two images of a volunteer’s
ocular anterior segment for comparison. The image on the top
was taken with the reference and sample arms matched in
pathlength, whereas the image on the bottom was taken with
the sample arm one cavity length longer than the reference
arm. Both images were acquired on the 840 nm system, and
each image comprises five averaged frames. The locations of
the zero pathlength difference (ZPD) position and the +1
offset position are indicated. Both images comprise about
1000 (lateral )xabout 1300 (axial)xabout 5 (averaged frames)
and have been scaled to account for refractive index and each
image is acquired in about 0.6 seconds. FIG. 6 shows the
results of the same experiment conducted on the 1040 nm
system. Both images comprise about 2000 (lateral)xabout
2300 (axial)xabout 5 (averaged frames) and have been scaled
to account for refractive index and each image is acquired in
about 100 msec with the locations of the ZPD and +1 offset
positions indicated. FIGS. 7A and 7B show two volume pro-
jections taken on the same eye with both the 840 nm (FIG.
7A) and 1040 nm (FIG. 7B) systems. In FIG. 7A, the 840 nm
volume comprises about 1300 (axial)xabout 500xabout 200
samples, acquired in about 12.5 seconds. In FIG. 7B, the 1040
nm volume comprises about 2304 (axial)xabout 500xabout
200 samples, acquired in about 1 second.

The use of coherence revival is an implementation of het-
erodyne SSOCT and carries with it a number of advantages
over traditional methods employing AOM’s or EOM’s. First
and foremost, the method can be simple and inexpensive. For
example, in cases where the laser already exhibits phase
modulation, all that is required is an adjustment to the refer-
ence arm and, perhaps, faster digitization electronics. Sec-
ond, while there is an associated loss in sensitivity, the mag-
nitude of this loss can depend on the laser design (primarily
the cavity finesse). As shown in the description above for at
least one commercially available swept source laser, for
example, this loss in sensitivity is only about 1 dB. Finally, no
additional complicated signal processing or image process-
ing techniques are required. Non-linearity in the cavity length
variation can be managed using simple numerical dispersion
compensation algorithms. For example and without limita-
tion, dispersion compensation algorithms and methods can be
used such as those disclosed in U.S. Pat. No. 7,719,692,
which is incorporated by reference herein in its entirety.

The generation of two distinct types of image artifacts has
been observed when using this method. First, faint but sharp
“ghost images™ in generating the fall-off plots only at the
deepest end of the imaging depth was observed. However,
these artifacts appeared even when the cavity length offset
was zero. These artifacts can be clearly seen in FIG. 3A, as
faint reflectors between about 6 mm and about 10 mm. How-
ever, these artifacts were not sufficiently bright to appear in
any of the biological images. The second type of artifact was
brighter but highly dispersed ghost images that only appeared
at the deepest end of the imaging depth. Examples of these
artifacts can be seen in FIG. 5 (bottom) and FIG. 6 (bottom),
at the top of the images, as faint ghosts of the pupil (in FIG.
5—bottom) and cornea (in FIG. 6—bottom).

It appears that these artifacts can be attributed to two
sources. First, non-linearity in the cavity length variation
might give rise to multiple phase modulation frequencies, or
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even harmonics of the phase modulation frequency that are
then aliased into the passband of the system electronics.
These higher order modulation frequencies can create addi-
tional “ghost” images centered at different depths. Second,
the k-clocks used for the 840 nm and 1040 nm sources were
designed for imaging depths of about 2.9 mm and about 3.7
mm, respectively, and were not intended to be interpolated
out to about 9.4 mm and about 12.4 mm. Thus, the artifacts
may also be caused by inaccuracies in the wavenumber reca-
libration.

In practice, these artifacts only appeared at the deepest
imaging depths where the sensitivity is poor, and are also so
faint that for biological imaging, they may only be visible in
the presence of very bright reflectors or averaged images.
Nevertheless, the wavenumber recalibration issue can be eas-
ily addressed in future designs employing the same lasers by
constructing a Mach-Zehnder interferometer with a longer
mismatch, rather than using a lasers’ internal clock. Address-
ing the non-linearity of the cavity length variation is a more
challenging problem, and may not be necessary as the arti-
facts were generally unobtrusive.

It is worth noting that the phase modulation used to gener-
ate all of the experimental data in this work was generated as
a by-product of the designs of the two lasers used. A laser
could be deliberately designed to create a cavity length varia-
tion that would exhibit significantly better performance. An
ideal laser can create a pure, linear-in-wavelength cavity
length variation (and thus create fewer, if any, ghost image
artifacts), can have a high finesse (ensuring that the sensitivity
loss with increasing cavity length offset is minimized), and, in
some embodiments, can allow for user control of the axial
position shift (by adjusting the slope of the cavity length
variation). Such a laser can be valuable for extended depth
SSOCT imaging applications, and can simplify even further
this technique for resolving the complex conjugate ambiguity
in SSOCT.

Optical Delay Lines

As described above, the use of coherence revival hetero-
dyning can have the generation of a large group delay in the
reference arm, and also may introduce a group velocity dis-
persion and higher order dispersion. This group velocity dis-
persion can be balanced or compensated, either by hardware
or software dispersion compensation.

Dispersive optical delay lines can be used to generate large
group delays with a compact form factor and can also be used
to implement hardware dispersion compensation. Hardware
dispersion compensation can be particularly valuable for situ-
ations where amount of dispersion introduced by the cavity
exceeds the capacity that software dispersion compensation
algorithms can correct.

There are numerous potential optical designs that are
capable of creating a large group delay and introducing group
velocity dispersion. In general, these designs can employ a
diffractive element (transmissive or reflective grating, prism,
holographic material or other diffractive element) to split
broadband light into its wavelength components, and then
send each wavelength component through an optical path that
depends on its wavelength. The individual wavelengths can
then be recombined using another diffractive element. Some
configurations might reuse the same diffractive elements,
while other designs may direct light towards two or more
diffractive elements sequentially. Regardless of whether a
single or multiple diffractive elements are used, these optical
systems can also be designed to be “retro-reflecting”, mean-
ing that the output of the system retraces the path of the input,
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or “transmissive”, meaning the output port is separate from
the input. Retro-reflective configurations are well-suited to be
used as the reference arm of an OCT interferometer, but may
also be used in conjunction with an optical circulator as an
in-line modulator. Transmissive designs may be used as a
transmissive reference arm or as an in-line modulator without
requiring a circulator. A retro-reflective configuration, based
on a single diffractive element that is quadruple passed, was
used to demonstrate reduction to practice and is discussed
extensively below and shown in FIG. 8A. A transmissive
version of the same design can be envisioned by simply
replacing the retro-reflecting mirror with a fiber coupling lens
and an output optical fiber, though such a system would only
create half of the phase delay of the retro-reflecting system.

An alternative design which employs two diffractive ele-
ments and a retro-reflecting mirror is shown in FIG. 9, which
illustrates a schematic view of an embodiment of a retro-
reflecting dual-grating-based optical delay line 72 according
to the present subject matter herein. Retro-reflecting dual-
grating-based optical delay line 72 comprises a collimating
lens L, a diffraction grating DG, and a mirror M. This
system can also be designed to impart a linear, wavelength
dependent phase delay. A transmissive version of this design
can be constructed by simply “unfolding” the system about
the mirror, and can have two additional diffractive elements,
a fiber coupling lens and an output fiber.

Dispersive Optical Delay Line

One possible implementation of this technique employs a
grating-based dispersive optical delay line (DODL), which
employs a single, quadruple passed diffractive element in a
retro-reflecting configuration. The DODL can be similar in
design to the rapid scanning optical delay lines (RSOD’s) that
have been used in the fastest iterations of time-domain OCT
systems, but differs in that the scanning mirror in the image
plane of the grating lens is replaced with a mirror at a fixed
angle. When carefully designed, such a DODL can provide a
large group delay while also introducing an adjustable
amount of group velocity dispersion. FIG. 8A shows a sche-
matic of one such DODL, generally designated 70. DODL 70
is a retro-reflecting grating-based optical delay line. DODL
70 comprises a collimating lens L ;, a diffraction grating DG,
a compound achromatic lens L, with a focal length f,,;,
an offset for dispersion compensation Az, gold mirrors M,
and a mirror angle 6. The different lines represent ray traces at
wavelengths of 1090 nm, 1040 nm, and 990 nm respectively.
A transmissive delay line can be created from the same design
simply by replacing the retro reflecting mirror with a fiber
coupling lens and output fiber

RSOD’s have been used extensively in TDOCT due to their
ability to provide rapidly scanned group delays, while also
providing precise control of the Doppler frequency and dis-
persion compensation. Design features and considerations
are described in detail in the literature, so only the relevant
parameters, the free-space phase and group pathlengths, will
be discussed here.

The phase shift for a single pass through the DODL (double
pass through the grating), as a function of wavelength, can be
given by:
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where 0 is the mirror angle, x is the pivot offset, f,,; is the
lens focal length and p is the grating pitch. In a relevant
adaptation of this delay line for use with a coherence revival-
based heterodyne SSOCT system, the mirror would be held at
afixed but adjustable angle as the wavelength is swept in time.
This behavior can be modeled by defining the pivot offset, x,
to be a function of wavelength. As the light propagating
through the system at any instant is virtually monochromatic,
the second term is always negligible and can be neglected.

As the optical delay line is designed such that the center
wavelength diffracts normal to the grating, we define the pivot
offset to be equal to zero for the central wavelength. Making
use of the grating equation, it can be shown that the relation-
ship between the instantaneous wavelength and the diffracted
angle is given by:

(12

A =2,
O4(A) = arcsin(

This equation also makes use of the small angle approxima-
tion, which introduces less than 0.02% error over the range of
diffraction angles used in our experiments (-30 mrad to 30
mrad). The pivot offset, as a function of wavelength, is then
given by this diffracted angle multiplied by the lens focal
length:

A=A 13
x(A) = fopr. < )

Thus, the phase shift as a function of wavelength becomes:
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b = 4”0f0DL(ﬂ)
p

A

As expected, this result is exactly equal to what would be
obtained by simply setting the pivot offset to zero in equation
(9) above. Ultimately, we are interested in the phase delay as
a function of wavelength, defined as:

_dw) _ o,

. s
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Here, o is the angular optical frequency and c is the speed of
light. Applying this relationship to equation (12) yields:

20fopL(A —Ag)
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Thus, the free-space phase pathlength difference, relative to
the central wavelength, is given by:

an

Al = 29f0DL;/1 —2q)

As expected, the free-space phase pathlength varies linearly
with wavelength. To clarify, this pathlength difference is
applied in a single pass through the DODL (double pass
through the grating).
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Ordinarily, the DODL creates a linear phase delay and also
creates a constant group delay. The group delay can also be
defined from the phase shift, according to the relation:

(18)

Recasting equation (11) above as a function of angular optical
frequency yields:

4”9fODL(1 - wio) 19

p
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Applying equation (17) to equation (18) yields:

An0fop,  2aM (20)
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As expected, the group delay is constant with respect to
optical frequency and varies linearly with the mirror angle.
Thus, the group delay can be readily and rapidly adjusted by
simply rotating this mirror, allowing for large group delays to
be introduced in a small form factor.

The preceding derivation assumed that the DODL is
aligned with the grating in the focal plane of the lens. How-
ever, as was common practice in time-domain OCT systems
employing RSOD’s, the delay line can also be used to intro-
duce large amounts of group velocity dispersion by simply
displacing the grating from the focal plane of the lens. Thus,
the DODL can be a valuable addition to coherence revival
systems, not only because it allows for the generation of large
group delays, but also because it enables hardware dispersion
compensation to balance the dispersion of the laser cavity.

Reduction to Practice with DODL-Based Reference
Arm

An SSOCT system was constructed with two interchange-
able reference arms, one in the standard configuration and one
containing a DODL. Sensitivity and fall-off measurements
were performed with each system and compared. Feasibility
of using this technique for in vivo biological imaging was
then demonstrated by imaging the anterior segments of three
healthy volunteers. Design of the DODL, SSOCT system,
and data processing algorithms are discussed below. Results
of the system characterizations and imaging are also pre-
sented.

Reference Arms

To demonstrate convention imaging, a standard reference
arm with a pathlength matched to the sample arm, was con-
structed. To facilitate coherence revival based heterodyne
SSOCT, a DODL was also constructed, and the group delay
was adjusted to be offset from the group delay of the sample
arm by the laser cavity length.

A reflective, ruled grating with 600 grooves/mm (p=1.67
um) and a 100 mm compound achromatic lens (f,,;~104.2
mm @ 1040 nm) were used to construct the DODL. The
DODL was modeled in ray tracing software (Zemax) to cal-
culate the optical pathlength as a function of input wavelength
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when the grating was located in the focal plane of the lens as
shown in FIG. 8A. A linear fit was applied to the optical
pathlength data and fit nearly perfectly as shown in FIG. 8B.

SSOCT System

An embodiment of a retro-reflecting grating-based optical
delay line SSOCT system 74 is depicted in FIG. 10. SSOCT
system 74 can comprise a source SL, optical fiber F, inter-
changeable standard reference arm SRA and optical delay
line ODL, electrical connections EL, circulator C, collimat-
ing lens L _ ,, galvanometer scanning mirrors G, objective
lenses L, , a mirror M, balanced receiver BR, high-pass and
anti-alias filter HP/AA, RF amplifier RFA, and digitizer A2D.

The source used was a swept source laser provided by
Axsun Technologies, Inc., with a central wavelength of 1040
nm, sweep bandwidth of 100 nm, repetition rate of 100 kHz,
46% duty cycle and average output power of 20 mW. Using a
balanced coupler and a fiber-optic circulator produced by AC
Photonics, Inc., located in Santa Clara, Calif., a balanced
Michelson fiber interferometer was constructed. The sample
arm had two scanning galvanometers produced by Cam-
bridge Technology, Inc., located in Lexington, Mass., and a
custom designed compound objective lens that provides suf-
ficient depth of field to demonstrate the extended imaging
depth. In compliance with the ANSI standard for ocular expo-
sure to laser light (ANSI Z136.1), power incident on the
sample arm was attenuated to 1.8 mW. Light returning from
the sample and reference arms interferes in the fiber coupler
and is directed to an 800 MHz balanced receiver, such as New
Focus 1607 sold by Newport Corporation, located in Irvine,
Calif. Output of the balanced receiver can be high-pass and
anti-alias filtered, amplified and digitized in the first channel
of'a dual channel, 8-bit, 1 GS/s digitizer card sold such as the
ATS9870 sold by Alazar Technologies, Inc. The external
k-clock output of the laser is digitized on the second channel
of the digitizer and used to resample the data to be linear in
wavenumber.

Wavenumber Calibration and Resampling

The laser used in the system described above operates with
a 46% duty cycle. This means that, even though the laser
supports an A-scan rate of 100 kHz, the sweep period is
actually only 4.6 ps. The internal k-clock of the laser can
output a calibration signal with 1376 periods over the 4.6
us/100 nm sweep, with a frequency that varies between
approximately 250 and 350 MHz. If the spectral interfero-
gram is sampled once per clock period, as is its intended
design, this allows for a 3.7 mm maximum imaging range.
However, as the signal in HSSOCT techniques is upshifted
and remains Hermitian symmetric, the depth imaging range
can be extended. This can be achieved in two ways. One
option is to construct a k-clock with a longer pathlength
mismatch and trigger the acquisition off of this longer clock.
The alternative is to use the digitizer’s internal clock and
digitize the k-clock and to create a calibration signal. The
former approach can be problematic as the pathlength mis-
match required would be long enough such that the visibility
of the calibration signal could be compromised. Thus, the
k-clock was digitized along with the output of the balanced
receiver.

Wavenumber recalibration can be carried out as follows.
Both the clock and receiver signals are digitized at 1 GS/s
with 8-bit resolution using custom designed LabVIEW VI
owned by Duke University. The clock signal can then be
upsampled and the zero-crossings of the first derivative can be



US 9,279,659 B2

21

recorded. The receiver data can then be resampled to be linear
with respect to the intervals of these zero-crossings. It was
found that the laser sweep is relatively stable, and that varia-
tion from sweep to sweep is minimal over a short period of
time. Thus, for a real time image display in LabVIEW, only
the clock corresponding to the first A-scan for every B-scan is
processed, and signals for all other A-scans are resampled
according to the calibration from this first A-scan. However,
every clock signal is recorded and stored for use in post-
processing for offline display. This sampling scheme supports
approximately 12.4 mm of imaging depth (z,,,,), which
extends beyond the usable depth range limited by sensitivity
falloff.

Technical Notes

For SSOCT systems, 8-bit digitization can result in a mar-
ginal reduction in image quality and SNR as compared to
digitization at higher bit depths. This can be in large part due
to the dynamic range that is conserved by the attenuation of
the source’s spectral shape via balanced detection. However,
imperfect balancing, which occurs as a result of technical
limitations in the fabrication of balanced couplers, can result
in considerable residual DC artifact. In fact, for the source and
couplers used in these experiments, it has been found that this
residual DC artifact can dominate over weak and moderate
signals. This required the use of the higher input ranges on the
digitizer, which, due to the 8-bit digitization, can result in
quantization noise dominating over shot noise and limited
SNR. Fortunately, because the signals of interest are shifted
away from DC in hSSOCT, this residual DC artifact can be
removed by high-pass filtering before digitization. After
high-pass filtering, lower input ranges can once again be used,
and quantization noise no longer limited SNR.

It is noted that the two fiber paths from the coupler to the
balance receiver generally should be pathlength matched for
this system. While this is not ordinarily a concern for SSOCT
systems operating at speeds on the order of tens of kilohertz or
less, at faster speeds unmatched fiber lengths in the receiver
arms can result in undesirable destructive interference. This
occurs when the spectral interferogram fringe wavelengths
approach the fiber pathlength mismatch, such that the
orthogonal components in each detection arm are no longer in
phase. For the 4.6 s sweep, a fringe signal with 1000 periods
will have a wavelength of 1.32 meters, corresponding to
approximately 0.9 meters of fiber. Mismatches on the order of
this length can cause the fringes in the two arms of the bal-
anced detection to move in and out of phase with each other,
with the relative phase shift depending on the fringe fre-
quency. As a result, the fringes can destructively and con-
structively interfere as a function of fringe frequency, result-
ing in an undesired signal modulation along the depth scan.
This phenomenon can be avoided by ensuring that the fiber
lengths in the detection arms are matched.

Using a system similar to system 74 depicted in FIG. 10, a
sensitivity of 101.5 dB was measured (66.4 dB measured with
a -35.1 dB calibrated reflector) with an average power of 5.0
mW incident on the sample. Neglecting coupling losses, the
theoretical shot-noise limited sensitivity expected was 106.8
dB. The 5.3 dB discrepancy can be explained by coupling
losses (measured to be 3.5 dB), amplification noise (0.7 dB)
and excess photon noise due to imperfect balancing in the
balanced detection scheme. A similar sensitivity was mea-
sured using a standard reference arm (96 dB versus a theo-
retical of 101 dB with 1.4 mW incident on the sample). Axial
resolution, measured as the FWHM of the point-spread func-
tion from a mirror reflector, was found to be transform-lim-
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ited in both cases at 6.7 microns, when using the spectrum
un-windowed. Windowing the spectrum with a hamming
window yielded an axial resolution of approximately 10
microns in both cases. Thus, it has been experimentally veri-
fied that the use of the DODL can result in no substantial loss
of sensitivity or axial resolution.

Demonstration of Extended Imaging Depth and
Increased Sensitivity Fall-Off Range

Sensitivity fall-off was measured using both the standard
reference arm (SRA) and DODL. Measurements using the
SRA showed a single sided 7, ;z of about 5.2 mm as shown in
FIG. 11A. Measurements using the DODL yield an imaging
range over which the sensitivity fall-off is less than 6 dB of
approximately 9.1 mm, ranging from about 0.9 mm to about
10.0 mm as shown in FIG. 11B. The limited electronic band-
width of the digitizer accounts for the slight reduction in the
imaging range of the hSSOCT system from the expected
imaging range of about 10.4 mm (i.e. twice the range of the
system with the SRA).

Demonstration of Feasibility for In Vivo Imaging

To demonstrate the feasibility of this method for in vivo
ophthalmic imaging, the anterior segments of three healthy
volunteers were imaged. FIGS. 12 and 13 show representative
anterior segment B-scans, acquired with 1000 A-scans/B-
scan, registered and averaged over about 10 frames for a total
acquisition time of about 100 ms. FIG. 12 shows an image of
an in vivo anterior segment B-scan showing a contact lens,
cornea, iris, and anterior crystalline lens surface. The image
comprises about 1000 (lateral)xabout 2304 (axial)xabout 10
(averages) samples, acquired in about 100 ms. FIG. 13 shows
an image of an in vivo anterior segment B-scan showing a
cornea, iris, and anterior and posterior crystalline lens sur-
faces. The image comprises about 1000 (lateral)xabout 2304
(axial)xabout 10 (averages) samples, acquired in about 100
ms. FIG. 14 shows an image of an in vivo anterior segment
volume showing cornea, iris, and anterior crystalline lens
surface. FIG. 14 shows two projections of a representative
anterior segment volume, acquired with 1000 A-scans/B-scan
and abouta 150 B-scans/volume for a total acquisition time of
about 1.5 seconds per volume. For example, the image com-
prises about 1000 (lateral)xabout 2304 (axial)xabout 10 (av-
erages) samples, acquired in about 100 ms Video recording
was made demonstrating multiple projections of this volume,
as well as the raw 3D data.

The image in FIG. 12 was acquired such that the volun-
teer’s contact lens and cornea were near the focus of objective
lens. As a result, the cornea appears bright and continuous.
However, due to the extensive depth range of the HSSOCT
system and the limited depth of focus of the objective lens,
defocus results in poor visibility of the crystalline lens. The
image in FIG. 13 was acquired with the objective lens focus
within the crystalline lens, demonstrating simultaneous
imaging of the entire anterior segment, from the anterior
surface of the cornea to the posterior surface of the lens.
However, again due to limited depth of focus, visibility of the
curvature of the cornea is poor. This phenomenon might be
addressed by designing optics with an even longer depth of
focus, though this would come at the expense of lateral reso-
lution.

Extension to SDOCT

Although the discussion above has dealt primarily with
SSOCT, coherence revival techniques can also be applied to
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spectral domain OCT (SDOCT) systems that employ appro-
priate light source and/or spectrometer configurations. In
SDOCT, spectral interferograms are recorded spatially on a
spectrometer, as opposed to temporally on a photodiode, as in
SSOCT. Nevertheless, the detection schemes are analogous.

In SSOCT, the sensitivity fall-off can be determined by the
source’s instantaneous linewidth, and is often characterized
by the distance at which the sensitivity is reduced by 6 dB
(referred to as z4 ;5). The deepest resolvable imaging depth
(referred to as z,,,,) can be Nyquist limited by the spectral
sampling interval, which can be determined by the laser
sweep speed and the sample rate. In SDOCT, the spectral
resolution (defined as the spectral width of each sampling
element) and spectral sampling interval of the spectrometer
are analogous to the laser linewidth and spectral sampling
interval in SSOCT, respectively. That is, the spectral resolu-
tion can determine the sensitivity fall-off, whereas the spec-
tral sampling interval can limit the imaging depth. Explicitly,
these relationships are given by:
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where A is the source central wavelength, 3, is the spectral
sampling interval, and d,A is the spectral resolution. Conven-
tional SDOCT systems employ a light source with a continu-
ous spectrum and a spectrometer consisting of a linear detec-
tor array with near-unity fill factor. These spectrometers have
a spectral resolution equal to the spectral sampling interval,
and thus there is a fixed ratio between z,,,,_ and z; 5:

Z_648~0.882,,0x (23)

While this spectrometer design does not preclude the use of
coherence revival heterodyning, it does limit the achievable
improvement. Specifically, while the use of coherence revival
does not extend z,,, , it could serve to center the fall-off
profile within the z,,,, imaging range, as depicted in FIGS.
15A and 15B. In particular, FIGS. 15A and 15B illustrate
graphs of SDOCT sensitivity fall-off profiles with coherence
revival heterodyning. FIG. 15A shows a conventional fall-off
profile, dashed lines indicate —6 dB position at z=0.88 z,,,,,..-
FIG. 15B shows a fall-off profile with ideal heterodyning
frequency corresponding to an axial position shiftof0.5z,, ..
This embodiment could be valuable in imaging situations in
which the most critical part of a sample to image is embedded
within other materials, or in which it is difficult to position the
sample appropriately for imaging near the edge of the
SDOCT imaging range.

The benefits of coherence revival heterodyne FDOCT can
also be implemented in SDOCT systems that employ light
sources and/or spectrometer configurations that break the
fixed ratio between the spectral resolution and spectral sam-
pling interval. For example, this can be accomplished by
using a continuous light source and a detector array within the
spectrometer having less than unity fill factor, such that the
spectral resolution is determined by the width of each pixel
while the spectral sampling interval remains determined by
the distance between them. However, such an embodiment is
wasteful of source light which falls within the dead zone of
the spectrometer pixels. A better approach is to utilize a light
source having a comb frequency spectrum, such that one or
more independent spectral lines fall upon each spectrometer
pixel. With this approach, detector arrays with near unity fill
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factor can still be used, because the spectral resolution is
determined by the line width of each comb line. This
approach can be particularly well-suited to coherence revival
techniques, as coherence revival itself also requires a light
source with a comb frequency spectrum.

Light sources having such a comb spectrum include mode-
locked lasers (e.g. femtosecond Ti-Sapphire lasers), as well as
many other comb sources developed in recent decades in the
optical communications industry. The remainder of the sys-
tem would be analogous to the systems described above,
except that an ordinary Michelson topology would be used,
and a spectrometer would replace the balanced photodiodes.

Simultaneous Imaging of Multiple Imaging Depths

A particularly useful application of coherence revival-
based FDOCT is the simultaneous imaging of multiple
depths. To that end, it has been demonstrated that a coher-
ence-revival based SSOCT system is capable of imaging both
the retina and the anterior segment simultaneously. As shown
in FIG. 16, the system can comprise a polarization-encoded
sample arm 80 that splits the incoming light by polarization
and directs orthogonally polarized beams B to the anterior
segment and retina of a sample S. In particular, sample arm 80
can be configured to propagate a sample light portion of the
light. Sample arm 80 can comprise at least one optical ele-
ment configured to split the sample light portion in different
polarizations to form multiple polarization channels CH,,
CH,. Sample arm 80 can comprise a lens [.1 where light
enters and lenses [.2 in channels CH,, CH,,. Light from chan-
nels CH,, CH, can be focused on at least two different loca-
tions at the same time which can be facilitated through the use
of translation stage TS. For example, sample arm 80 can
comprise at least one optical element, such as polarizing
beam splitters PBS, that can be configured to split an initial
sample light portion into polarizations to create the multiple
polarization channels CH,, CH, at a first location in sample
arm 80 and to recombine the polarization channels CH,, CH,
at a second location in sample arm 80. Embodiments similar
to sample arm 80 can allow for the acquisition of images of
boththe anterior and posterior segment of a subject’s eye with
no adjustment of the sample arm optics, and allows the optical
design of each path to be optimized for resolution and depth-
of-focus.

Path or channel CH, through sample arm 80 that can image
the retina (the “retinal path”) can be matched in length to a
reference arm pathlength (not shown) to encode the retinal
image at the baseband for conventional SSOCT imaging. The
anterior segment path or channel CH, can be offset from the
reference arm pathlength by a distance equal to the laser
cavity length (not shown), which encoded the anterior seg-
ment interferogram with a carrier frequency. As a result, after
an inverse Fourier transformation of the acquired spectral
interferogram, the retinal image can appear near DC while the
anterior segment image can appear shifted in depth. This
phenomenon can preclude overlap of the two images while
also resolving the complex conjugate artifact for the anterior
segment image.

A schematic of a sample arm 80 of a multiple depth, ante-
rior/posterior SSOCT system is shown in FIG. 16. Sample
arm 80 can encoded each of the two imaging channels CH,,
CH, in polarization by utilizing four polarizing beamsplitter
cubes PBS. Light emerging from the single mode fiber can be
strongly polarized. The incoming polarization can be con-
trolled by both the fiber polarization controller and a half-
wave plate HWP before reaching a first polarizing beamsplit-
ter cube PBS. Half-wave plate HWP can be adjusted such that
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the resulting polarization can be oriented at a desired angle. In
some embodiments, for example, the desired angle can be
between about 35 degrees-about 55 degrees to the axes of the
beamsplitters. In particular, in some preferable embodiments,
the desired angle can be about 45 degrees, splitting the optical
power equally between the two paths. The transmitted polar-
ization can experience a fixed delay, whereas the reflected
polarization can experience a longer and variable delay that
can be adjusted via a translation stage TS (dashed box in FIG.
16) that includes mirrors FM.

The two polarizations can be then recombined at a second
polarizing beamsplitter cube PBS and can be scanned by
galvanometer mirrors G. Reflections at galvanometer mirrors
G (out of and then back into a plane parallel to the page)
resulted in a rotation of the polarization, so that the P and S
polarizations may be flipped. When the scanned beams
reaches the third polarizing beamsplitter cube PBS,; the polar-
ization state that had initially been reflected can then be
transmitted, and vice versa. Adjustment of the position of the
translation stage TS can allow the relative delays between the
two channels CH,, CH, to be adjusted.

As the two paths are independent, scan range, resolution,
and depth-of-focus trade-offs can be optimally designed for
each channel CH,, CH, independently. The two paths can be
recombined at the fourth polarizing beamsplitter cube PBS
before interfacing with the patient eye.

Notable features of the combined polarization and depth
encoding schemes used in this system can be optimal optical
power conservation and crosstalk rejection. The two sets of
polarizing beamsplitter cubes PBS can effectively be created
two polarization channels. Neglecting the finite extinction
ratios ofthe polarizing beamsplitter cubes PBS, all of the light
whose polarization is not modified in the sample can return in
the appropriate polarization channel CH,, CH,, thereby lim-
iting the sensitivity loss in each channel CH,, CH, for dual-
channel imaging to a single factor of -3 dB. Returning light,
whose polarization is modified either by depolarization or
birefringence in the sample, and thus contaminated the wrong
polarization channel, can also be depth encoded and thus lost
to imaging rather than degrading the other (anterior/poste-
rior) image.

A schematic illustration is depicted in FIG. 17 of a multiple
depth SSOCT system, generally designated 100, that uses a
sample arm 80 as described above. SSOCT system 100
employs a spectrally balanced Michelson fiber interferometer
110 according to the present subject matter as described
above. Interferometer 110 in SSOCT system 100 can com-
prise a light source 102, a balanced receiver BR, multiple
beam splitting devices, such as 50/50 fiber couplers FC,
arranged in an appropriate configuration, a power meter PM,
a beam dump BD and unused port UP. The configuration and
detailed operation of these components of Interferometer 110
will not be described in more detail here, since such a con-
figuration is generally known in the art through the structure
and operation of a conventional spectrally balanced Michel-
son fiber interferometer. SSOCT system 100 can also com-
prise a reference arm, generally designated 90, and a sample
arm, generally designated 80 as described above. Reference
arm 90 can comprise a collimating lens 92, a focusing lens 94,
and a reference reflector 96 for reflecting a reference light
portion back through the fiber couplers. As above, sample arm
80 Sample arm 80 can comprise at least one optical element
configured to split the sample light portion in different polar-
izations to form multiple polarization channels CH,, CH,.
Light from channels CH,, CH, can be focused on at least two
different locations at the same time. The dual focusing can be
accomplished through the aid of translation stage TS as
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described above. An example of a use of a multiple depth
SSOCT system as shown in FIG. 17 is described in more
detail below.

In particular, SSOCT system 100, thus, can comprise light
source 102 for producing a light and a resonator cavity con-
figured to have the light travel therethrough and in which a
phase modulation of the light occurs as the light travels
through the resonator cavity. Reference arm 90 with a refer-
ence arm optical pathlength can be configured to propagate a
reference light portion of the light. Sample arm 80 can com-
prise different sample arm optical pathlengths such as chan-
nels CH,, CH, configured to propagate corresponding sample
light portions of the light. Each sample arm optical pathlength
CH,, CH, can be offset from the reference arm optical path-
length by a different integer multiple of an optical pathlength
of the resonator cavity. System 100 can be configured to
generate an OCT interferogram corresponding to each
respective sample arm optical pathlength CH,, CH, of the
different sample arm optical pathlengths CH,, CH,. System
100 can be configured to use the phase modulation of the light
to separate a positive and a negative displacement of a com-
plex conjugate component of at least one of the OCT inter-
ferograms and produce an image of at least two different
depths of the sample. An example of a use of a multiple depth
SSOCT system as shown in FIG. 17 is described in more
detail below.

Similar to the SSOCT system topology depicted in FIG.
17, an external cavity tunable laser such as those described
above operating at a 100 kHz sweep rate, output power of
about 20 mW, central wavelength of about 1040 nm, and with
a bandwidth of about 100 nm can be used as the source. This
laser can have a conventional (single-sided) imaging range of
about 5.5 mm in air (about 4.1 mm in tissue), defined as the
region over which the sensitivity loss is less than about 6 dB.
When used in a coherence revival configuration, the system
can provide an extended imaging range of approximately 9
mm (approximately 6.8 mm in tissue). A full doubling of the
5.5 mm imaging depth was not achieved due to limited elec-
tronic bandwidth. The peak sensitivity position appeared at
approximately 6 mm in depth, and the anterior segment imag-
ing region spanned from approximately 1.5 mm to 10.5 mm.
As aresult, there existed a 1.5 mm region in which the retina
could be imaged without limiting the imaging range of the
anterior segment. This 1.5 mm retinal imaging range is com-
parable to the imaging depth of clinical SDOCT systems, and
could be extended at the expense of anterior segment imaging
range if necessary.

A balanced Michelson fiber interferometer design can be
used to achieve near-ideal spectrally balanced detection. The
power incident on the patient eye was 900 uW per channel.
Thus, the total power incident on the patient eye was 1.8 mW,
in compliance with the most stringent possible interpretation
of'the ANSI Z136.1 standard. Light returning from the inter-
ferometer was detected on a 1 GHz InGaAs balanced receiver
(WL-BPDI1GA, Wieserlabs) and digitized at 1 GS/s on an
8-bit, 500 MHz bandwidth digitizer (ATS9870, Alazar Tech).

Sample arm optics were optimized, such as by using ray
tracing optical design software, to provide the optimal trade-
off between resolution, aberration and depth-of-focus for
each imaging depth using off-the-shelf achromatic doublets.
The retinal path was designed to scan a 2.6 mm beam, pivot-
ing through the pupil, about a 12 degree scan range (in air).
This beam size was selected to provide an optimal trade-off
between aberration- and diffraction-based limits to lateral
resolution in a typical human eye. The anterior segment path
was designed to have a lateral resolution of ~30 um (defined
as the FWHM of the PSF), and a lateral scan range of 14 mm.
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This larger lateral resolution allowed for a much longer
depth-of-field to allow imaging through the entire anterior
chamber. The axial resolution for both paths was ~10 pm,
limited by the spectral shaping window applied in processing.
Data acquisition and processing were performed using cus-
tom designed software in LabVIEW and C. Separate disper-
sion compensation algorithms were applied for each depth;
this is a requirement of the coherence revival technique and is
described herein. The system sensitivity was measured to be
~95 dB in either arm. Sensitivity measurements were made
with the HWP adjusted to direct all 1.8 mW to the arm under
test. This implies that the sensitivity of each depth was 92 dB
when used for simultaneous imaging. To demonstrate the
feasibility of this technique for simultaneous imaging of the
retina and anterior segment in vivo, imaging of healthy
human volunteers was performed. Dual-depth B-scans were
acquired at 100 Hz for 1000x2304 pixel images. Represen-
tative simultaneously-acquired images are shown in FIG. 18.

Benefits of this dual-depth system design include for
example that it allows for the optical design in each sample
path to be optimized independently, and dramatically reduces
the time required for imaging of both the anterior and poste-
rior segments. This technique could, in theory, be extended to
encode as many imaging depths as would be allowed by the
source’s coherence revival fall-off envelope.

Systems and methods relating to OCT have thus been
provided herein that can enhance imaging techniques. For
example, a method for resolving complex conjugate ambigu-
ity in OCT interferogram has been provided in which light
can be produced from a light source and a phase modulation
of'the light can be produced within a resonator cavity through
which the light travels. A reference light portion from the light
source can be propagated along a reference optical path-
length. Similarly, a sample light portion from the light source
can be propagated along a sample optical pathlength. The
reference arm optical pathlength and the sample arm optical
pathlength can be offset from each other by a multiple of an
optical pathlength of the resonator cavity. The phase modu-
lation of the light can be used to separate a positive and a
negative displacement of a complex conjugate component of
the OCT interferogram.

In another example, a system for resolving complex con-
jugate ambiguity in an optical coherence tomography (OCT)
interferogram using coherence revival can be provided that
comprises a light source for producing a light. The system can
also comprise a resonator cavity that can be configured for the
light to travel therethrough and in which a phase modulation
of'the light can occur as the light travels through the resonator
cavity. A reference arm with a reference arm optical path-
length can be configured to propagate a reference light por-
tion ofthe light source. Similarly, a sample arm with a sample
arm optical pathlength can be configured to propagate a
sample light portion of the light source. Within the system, the
reference arm optical pathlength and the sample arm optical
pathlength can be offset from each other by a multiple of an
optical pathlength of the resonator cavity. The system can be
configured to use the phase modulation of the light to separate
apositive and a negative displacement of a complex conjugate
component of the OCT interferogram. In some embodiments,
the system is configured to generate the OCT interferogram
based upon measurements of the reference light portion and
the sample light portion.

The light can be produced in different manners in the
systems and methods disclosed herein and the light can have
a variety of different properties. For example, the phase
modulation of the light can comprises at least one of a vari-
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ance in a physical pathlength of the light, a variance in an
index of refraction of the light, or a shift in a frequency of the
light.

In some embodiments, the light source can comprise a
laser. In some embodiments, the laser can comprise an exter-
nal cavity tunable laser comprising a laser medium and the
laser medium can be defined within an external resonator. In
some embodiments, the resonator cavity comprises an inte-
gral and internal component of the laser. In some embodi-
ments, a linear-in-wavelength cavity length variation can be
formed with the laser. An axial position shift can be accom-
plished by adjusting a slope of a cavity length variation in
some lasers that can be used.

The use of light sources other than a laser is also contem-
plated. For example, high powered diode light creating
devices, such as semiconductor laser diodes that are filtered
by a tunable Fabry-Perot etalon, are contemplated. The light
from the light source can have a comb-like, or comb fre-
quency spectrum. For example, a comb frequency spectrum
of' the light can be created within the resonator cavity.

Different configurations of the sample and reference arms
used in the methods and systems are also contemplated. For
example, in the some embodiments, the sample arm optical
pathlength can be longer than the reference arm optical path-
length by a multiple of the optical pathlength of the resonator
cavity. In some embodiments, the reference arm optical path-
length can be longer than the sample arm optical pathlength
by a multiple of the optical pathlength of the resonator cavity.
In these example embodiments, the multiple of an optical
pathlength of the resonator cavity by which the reference arm
optical pathlength and the sample arm optical pathlength are
being offset from each other can comprise an integer, or a
whole number. In some embodiments, a group delay can be
generated in the reference arm. For example, a dispersive
optical delay line (DODL) in a reference arm.

Different types of OCT systems can be used in accordance
with the present subject matter. Such OCT systems can pro-
duce the OCT interferograms. For example, the OCT system
can be a Fourier Domain OCT (FDOCT) system. In some
embodiments, the FDOCT system can be a Spectral Domain
OCT (SDOCT) system. In some embodiments, the FDOCT
system can be a swept-source OCT (SSOCT) system. For
example, SSOCT system can be a heterodyne SSOCT sys-
tem.

In some embodiments, a numerical dispersion compensa-
tion function can be applied to the OCT interferogram. The
numerical dispersion compensation can be implemented
through software or hardware. For example, software can be
used to apply a numerical dispersion compensation algorithm
to the OCT interferogram. In some embodiments, the DODL
can be useful in providing a hardware dispersion compensa-
tion to compensate for a group velocity dispersion.

In some embodiments of the present subject matter, a
method for resolving complex conjugate ambiguity in an
optical coherence tomography (OCT) interferogram can be
provided in which light can be produced from a light source
and a phase modulation of the light can be produced within a
resonator cavity through which the light travels. A reference
light portion from the light source can be propagated along a
reference optical pathlength. Similarly, a sample light portion
from the light source can be propagated along a sample opti-
cal pathlength. The reference arm optical pathlength and the
sample arm optical pathlength can be offset from each other
by a multiple of an optical pathlength of the resonator cavity.
A positive and a negative displacement of a complex conju-
gate component of the OCT interferogram can then be sepa-
rated. For example, coherence revival heterodyning can be
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used to separate a positive and a negative displacement of a
complex conjugate component of the OCT interferogram.

In some embodiments of the present subject matter, an
OCT interferometer system can be provided that comprises a
light source having a resonator cavity for producing light. The
OCT interferometer system can also comprise a reference
arm with a reference arm optical pathlength and a sample arm
with a sample arm optical pathlength, the reference arm opti-
cal pathlength and the sample arm optical pathlength being
offset from each other by a multiple of the resonator cavity
optical pathlength.

In some embodiments of the present subject matter, an
OCT interferometer system can be provided that comprises a
light source for producing a light and a resonator cavity
configured for the light travel therethrough and in which a
phase modulation of the light can occur as the light travels
through the resonator cavity. The resonator cavity can have a
cavity optical pathlength. The OCT interferometer system
can also comprise a reference arm with a reference arm opti-
cal pathlength and a sample arm with a sample arm optical
pathlength, the reference arm optical pathlength and the
sample arm optical pathlength being offset from each other by
a multiple of the cavity optical pathlength.

In some embodiments of the present subject matter, an
optical coherence tomography (OCT) method for simulta-
neously imaging multiple depths of a sample can be provided
that can comprise producing a light from a light source and
producing a phase modulation of the light within a resonator
cavity through which the light travels. A reference light por-
tion from the light can be propagated along a reference optical
pathlength. Multiple sample light portions from the light can
be propagated along respective multiple sample arm optical
pathlengths. Each sample arm optical pathlength can be offset
from the reference arm optical pathlength by a different mul-
tiple of an optical pathlength of the resonator cavity. An OCT
interferogram corresponding to each respective sample arm
optical pathlength can be obtained. The phase modulation of
the light can be used to separate a positive and a negative
displacement of a complex conjugate component of at least
one of the OCT interferograms. An image of at least two
different depths of the sample can then be produced.

Similarly, an optical coherence tomography (OCT) system
for simultaneously imaging multiple depths of a sample can
be provided that comprises a light source for producing a light
and a resonator cavity configured to have the light travel
therethrough and in which a phase modulation of the light
occurs as the light travels through the resonator cavity. A
reference arm with a reference arm optical pathlength can be
configured to propagate a reference light portion of the light.
A sample arm comprising different sample arm optical path-
lengths can be configured to propagate corresponding sample
light portions of the light. Each sample arm optical pathlength
can be offset from the reference arm optical pathlength by a
different integer multiple of an optical pathlength of the reso-
nator cavity. The system can be configured to generate an
OCT interferogram corresponding to each respective sample
arm optical pathlength of the different sample arm optical
pathlengths. The system can also be configured to use the
phase modulation of the light to separate a positive and a
negative displacement of a complex conjugate component of
at least one of the OCT interferograms. Additionally, the
system can be configured to produce an image of at least two
different depths of the sample.

In some of the embodiments, one of the multiples of the
optical pathlength of the resonator cavity comprises zero (0)
such that the corresponding sample arm optical pathlength is
equal in length to the reference arm optical pathlength. In
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some embodiments, the different sample arm optical path-
lengths can be formed by splitting an initial sample light
portion into polarizations to form multiple polarization chan-
nels. For example, polarizing beam splitters can be config-
ured to split an initial sample light portion into polarizations
to create multiple polarization channels at a first location in
the sample arm and to recombine the polarization channels at
a second location in the sample arm. In some embodiments,
the phase modulation of the light can be used to form the
different sample arm optical pathlengths by separating an
initial sample light portion into multiple channels based upon
the phase modulation of the light.

In some embodiments of the present subject matter, an
optical coherence tomography (OCT) method for simulta-
neously imaging multiple depths of a sample can be provided
that can comprise producing a light from a light source. A
reference light portion from the light can be propagated along
areference optical pathlength. Multiple sample light portions
from the light can be propagated along respective multiple
sample arm optical pathlengths. Each sample arm optical
pathlength can be offset from the reference arm optical path-
length by a different multiple of an optical pathlength of the
resonator cavity. An OCT interferogram corresponding to
each respective sample arm optical pathlength can be
obtained. An image of at least two different depths of the
sample can then be produced.

In some embodiments of the present subject matter, an
optical coherence tomography (OCT) interferometer system
can be provided that comprises a light source for producing a
light and a reference arm with a reference arm optical path-
length configured to propagate a reference light portion of the
light. A sample arm can be configured to propagate a sample
light portion of the light. The sample arm can comprise at
least one optical element configured to split the sample light
portion in different polarizations to form multiple polariza-
tion channels. Light from the channels can be focused on at
least two different locations at the same time.

In some ofthe embodiments, each polarization channel can
comprise a sample arm optical pathlength and the sample arm
optical pathlengths can be variable by being configured to
vary at least one of an index of refraction or a physical
pathlength. In some of the embodiments, the one or more
optical elements can comprise a plurality of polarizing beam-
splitter cubes. For example, the plurality of polarizing beam-
splitter cubes can form orthogonally polarized light beams. In
some of the embodiments, the one or more optical element
can comprise a plurality of polarizing prisms, such as, for
example, a plurality of Wollaston prisms.

The present subject matter can be embodied in other forms
without departure from the spirit and essential characteristics
thereof. The embodiments described therefore are to be con-
sidered in all respects as illustrative and not restrictive.
Although the present subject matter has been described in
terms of certain preferred embodiments, other embodiments
that are apparent to those of ordinary skill in the art are also
within the scope of the present subject matter.

What is claimed is:

1. A method for resolving complex conjugate ambiguity in
an optical coherence tomography (OCT) interferogram, the
method comprising:

producing light from a light source;

producing a phase modulation of the light within a resona-

tor cavity through which the light travels, wherein the
resonator cavity is disposed in the light source;
propagating a reference light portion from the light source
along a reference arm optical pathlength and a sample
light portion from the light source along a sample arm
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optical pathlength, the reference arm optical pathlength
and the sample arm optical pathlength being offset from
each other by a multiple of an optical pathlength of the
resonator cavity; and

using the phase modulation of the light to separate a posi-

tive and a negative displacement of a complex conjugate
component of the OCT interferogram produced by com-
bining and detecting the reference light portion and the
sample light portion.

2. The method according to claim 1, wherein the light
source comprises a laser.

3. The method according to claim 2, wherein the resonator
cavity comprises an integral and internal component of the
laser.

4. The method according to claim 2, further comprising
forming a linear-in-wavelength cavity length variation with
the laser.

5. The method according to claim 2, further comprising
controlling an axial position shift by adjusting a slope of a
cavity length variation.

6. The method according to claim 1, further comprising
generating a comb frequency spectrum of the light with the
resonator cavity.

7. The method according to claim 1, wherein the sample
arm optical pathlength is longer than the reference arm opti-
cal pathlength by a multiple of the optical pathlength of the
resonator cavity.

8. The method according to claim 1, wherein the reference
arm optical pathlength is longer than the sample arm optical
pathlength by a multiple of the optical pathlength of the
resonator cavity.
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9. The method according to claim 1, wherein the phase
modulation of the light comprises at least one of a variance in
a physical pathlength of the light, a variance in an index of
refraction of the light, or a shift in a frequency of the light.

10. The method according to claim 1, further comprising
producing the OCT interferogram using a Fourier Domain
OCT (FDOCT) system.

11. The method according to claim 10, wherein producing
the OCT interferogram comprises producing the OCT inter-
ferogram using a Spectral Domain OCT (SDOCT) system.

12. The method according to claim 10, wherein producing
the OCT interferogram comprises producing the OCT inter-
ferogram using a swept-source OCT (SSOCT) system.

13. The method according to claim 12, wherein the SSOCT
system comprises a heterodyne SSOCT system.

14. The method according to claim 1, further comprising
applying a numerical dispersion compensation algorithm to
the OCT interferogram.

15. The method according to claim 1, further comprising
generating a group delay in the reference arm.

16. The method according to claim 15, wherein generating
a group delay comprises using a dispersive optical delay line
(DODL) in the reference arm.

17. The method according to claim 16, further comprising
applying a hardware dispersion compensation to compensate
for a group velocity dispersion.

18. The method according to claim 1, wherein the multiple
of an optical pathlength of the resonator cavity by which the
reference arm optical pathlength and the sample arm optical
pathlength are being offset from each other comprises an
integer.



